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15 — T-7V8fi#?--|W* (£*TAAV) — 1) ^Mtt^ftV^ £ N 

2) ftlSERJtStt3»tev^i:, 3) ^SSBJia^^aie^Aa^dSRriBTffcSr. 

^> 4) »7ate^39s*»iiB*5i'f5ia:^ £ v^^s-hi^t** r> > #k± 

TV>5 e 5£#ttl~5M^^^^i^-5#ffiJfiLffM^AAV^r^bfc-< 

^Mn^mm^t^^'hi-m^^inx^tc 0 v^vwh, aav<^-i4 
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4 flsT^O^kMW- W yr^yy^CAR (coxsackievirus adenovirus 
receptor)) J^lt^U m&&-&9L&HMk £ 1 2SfB#£;ft,TV^ 0 — 

5 — m^fc£»mi&te'ffc£-Sr'5;i £j5M$^$*bTV>5 (#J;LtfChen et al. , 
Proceedings of the National Academy of Sciences USA, vol 94, pp. 5798- 
5803 (1997) mm) 0 

ua>u aav^^- ^v^feat^?&^^^:*3v^T^i N #»3M*ttfcfcofc 

AAV^ ^-©tt5« W too, ^3fe-t©affiSr 

ii3f N AAV^^«-©i^l:iilije^©^/^^!)^in^ 
fcV^%*.e>jh,T#fc. b^UJte^e>»<-<#n #$&W#e>W:, AAV-< 
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(2) h^Tir^ — ifP£^J^, 

(1) 



O CH 3 

II .. I 



HN c„ C 

\ v° 



CH 



* / I \ 

CH-CH NH 

CH 3 \ ,0*2 / 

HN H 2 C CH-^^ 



(I) 



\ CH / I ^CH, 

C * c f 3 

> u \ hc y % CH 3 

10 "C*$^5flS-a^*^:»4-t©iln?fc5s -LIB (1) KfB«fe©if 5&#Jo 

(3) a^^AiSMSJHBlfi^b-CfT^tbSfeO-TffcSs JbflB (1) 
(2) (Ciaffe^ii^o ' 

(4) EsrcfcsjhiB (i) ~ o) <D\,^-ftbfrimKfd,m(DmBkfflo 

(5) ES!l^at^f&*ffit?*>5±SB (4) IBttoit&ffl. 

15 . (6) »^»««s*|!:»UT3W6*^«fc©"e*>5, ±IB (5) Ctt<o4l9M!l. 
(7) 7fy iS#^^/^^-<^ <£ 5atfc^Afc:*5tt5$A3&Ss©ii§aas 
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(8) hffT-tr?— zmmmK en -vmztizik&mtizn^v 

_b|E (7) SB*©^ife 0 

(9) 3t^*A#«MBfilc»UTfTfc*b«'bO't?fc5, -t?B (7) 3; fete 
(8) fc:fB«©;£ifc. 

5 do) mfc+mmz&^xmi&ztizzb&ftmk-tz, jlib (7) ~ o> 
(i i) m.fc*ftim&mfcttvxmM£tizhco-r?$>z, ±m do) is«©^ 

(12) T^^tt#^^^^^— |ci5*^*A©*^*l»aSi5«Sr«3fi 
io i"5^>©t^ hyfr*^?- mw&Jo^iSo 

(13) fc* £6&^£«J3^ 5£ (I) T?**tb5flS'&4b*fcW:-t 
©4tt-efc5. ±13 (12) |E*©^„ 

(14) 5te^A^K^«^LTet?tb6^601?fe5, ±15 (12) £fc 
« (13) fcffflftOteffi. 

15 (15) T7 ? yBt#>>-r/^'<^^*-^«t55t^#AO^A^ii^dSEg^ 
T?£>£ N _hl3 (12) ~ (14) OV^tb**l^K:BB«5©ffiffi. 

(is) Bmasat^f&«ffl-e*>*,>JiiB (is) sa*o^ffl. 

(17) 3t^^^^^UTHJS$^5%©T?fe5 % ±|S (16) fBftOft 
20 (18) _h|B ( 1 ) ~ ( 6 ) WTtifr 1 ^iB^^it^Jt . MS&ig&£U£rit 

(i 9) fefc?fem*mztti,xmi&z}izh<DX'ibz, _lie (is) ie«^ 
25 mm^m^mm 

Hltts CD 51 Uyf^U^) ©M('Sl^tFK2 2 8^f^P J 
tf£FK2 2 8 OiAl^©^^J|5S^ffi t O i# ^/Tt ^ 7 7 T*fc 5 o 
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m 1 Afi N <DWkt£<£> F K 2 2 8 T?U 2 5 1 MG^rMl tfci'&CCD 5 

1 gite$BJ&omm# (%) lrW77tfe5 0 BlBfi, AAV^^- 
«rfflV>fc=tte^A0>IJgfC. FK2 2 8^f^Lfci^©EGFP (#Ail 

15 fe^5^^tt^^-t-5^T^b^^tfo AfrWfctt, TIE**: (I) 

suberoylanilide hydroxamic acid (SAHAK MS— 2 7 5 % Cyclic 
20 hydroxamic-ac id-containing peptide, Apicidin s Trapoxin & t .X h ^y* 
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K2 2 8), zti(b^x<Dm&fcRx$^htb(Dm&&^z<Dmmfc&^xm^ 
5 hth&M* h>-7*T±^?~ ^m.^m<D^m^^ri^o 




(ii) 



(^j^^^^t*)) h^(Dmw(Dm,mi^i£frz> a 

10 m£frZ>fc&%) (FK2 2 8) 'b^tf, &#M«£F^ftWbl§«*&;t*1-5o 



t5itKJ:ot#5ri#T?t5. FK2 2 8$r4iL?5^ !/ 9 

5 AJKdJli-5®^i: U-Ctt, {SI^P^Ty !)A • t't7t!?AWB9 6 
8 (FERM BP-1 9 6 8) fl^Wfe Jl,5 0 f K 2 2 8 tt«t 9 
^7-6 48 7 2f (^J&^H^fM 9 7 7 1 3 8f) 4fc«teSaft© fc*3 D 
UT^t4SI^f>#5 i i 5 6 FK2 2 8« S «t 9 tA^T'f 6 £ 

FK2 2 8£r£mU5> S^.o^E-^^i; * AJUJcm-rs^flcsft^fe©® 

fifcfcS^ttM^J&^FK^ 2 8 h$.tc^i%}T*hZ 0 «FK2 2 8 J^Offrfr 

Aftlftl-teKhan W.Li, blZX^Xm&SfrX^ZJzm (J. Am. Chem. Soc. , 
vol. 118, 7237-7238 (1996)) (C2pCT^5ti*5 r. t 5 0 

,i^^vvr ^ tr y V s ^ N tr = y ^ ^ / -/vr ^ h y ^ ^ y 
20 ^ii4^©ti7$yjfi), «^#*p^ a 

b!J7;^nSiI, -7WyiI, ig^lfcfix 7-*yHfc!lU *9ls*/i> 

tb^fii^*, 7$>k 7^ if &n<Dm%} 
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IAAV©»I TR^U ^©rofcgftoMMP&ffALfc:^;*^ KSr 

1 : Okada T, Nomoto T, Shimazaki K, Wang L, Lu Y, Matsushita T, 
20 Mizukami H, Urabe M, Hanazono Y, Kume A, Muramatsu S, Nakano I, Ozawa K. 

'"Advances in AAV vectors for gene transfer to the brain.'" Methods 2002; 
8:237-247. 

2 : Okada T, Shimazaki K, Nomoto T, Matsushita T, Mizukami H, 
Urabe M, Hanazono Y, Kume A, Tobita K, Ozawa K, Kawai N. "Adeno- 

25 associated viral vector-mediated gene therapy of ischemia-induced 
neuronal death." Methods Enzymol 2002; 346: 378-393. . 

AAV&#»«UHIB«^^rS*V^O"C, 1H t (i^;W^ ^^g t f 5 
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C 5 ^^ifSi^J fc-£***Ltf J: V \ 

-£Srfr5»£\ ifeAl 0 10, lmg/m ! ~5 Omg/m 2 ^L< s 3Ete3 
mg/m 2 ~3 0mg/m 2 ^J:!)^U\ 
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1 __, 



fcate^oif«tt'fbT?r±*< > aav^ J;5^3t^^A©^A^ 

iMtsi^dit fy^rtf Pit 

.^MMMB £«£^A^A^i#!£ftMli i ©Wf^ffl«r»^UT, AAV^^ 
15 (jff3©^*»£rtP«r-&tr) 0^#Stf4^«S#^^^^©at^^A^ 

h *>^f*T ^ t?3t^s ^l^^tt^/V*©^^^— ■£ (HSV 
20 -TK) ag^B.im-S*^ (Gene Ther. 2003 Mar; 10(5) : 375-385 # 
fig) KZ&m&ZtlZo 

at^-7-©«AiUTf4, fet^j5-7/V^-n->bv'^ (5-FC) ©flSftig-Hiftc 
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5)o ^W2 S ~*/Vf<X&ffit?'fA'X<D3'$*S>'*l-r—'V (HSV-TK) 
^IriMl^ALs ^(O^ ftVsf/Uxffl-efoZtf^is? n\f;v (GCV) £ 
HSV-TK(Cj:!54i:fcyyt{blGCV^|p]jia©DNA^M 

io ^^-raate^f&afc^TW:, -temps sae^^ t^fh^yi^ 

I LI 21^), TV^-feV^it^-? 1 (EGFRTyfty 
* x SDF - ITlsf^Zls** K- r a s Ti^irV;*) s i RNA&if^ffl 

20 §ri:^T*#^ U\ 

25 (tt*3Wt^M»7-f^ 0#^tt{l!im^b^ (ALS) ft^K & 

ii 



?tGm KiB 5 ^< # T* 5 r 2: & IBi^ L fc fBft« t t & £ i^Htlft^ y ^-g" 
10 w£3S-e#5 0 

15 m^un 
a) mm 

#<^^7-6 4 8 7 2^m<DB^mr,xmm. mm£tht£FK2 2 s^t 

* hyf7tf7- Hm.Wfflk LTfflV^c 0 FK2 2 8 / ~/v-e^£? U£ 

#ufc 0 ^.mm^Mxm&^m^vxm^tc (o-ioon g /m 1 ^h-t? 

20 tfeW) 0 

(2) 

iuT2 9 3UBfl&f£*AU, iKf h;*;*fn r^/W* (CMV) z/a^E- — ^-(ITE 
G F P (Enhanced Green Fluorescent Protein) £r3§5H".5 1 -5lAAV^ 

##^t^l : Methods 2002; 8:237-247 (jLjZ&) 
#%^ti^2 : Methods Enzymol 2002; 346: 378-393 
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(3) m&&zxtm&mm 

®t hftUmMMfeW ; U 2 5 IMG, U 8 7MG 

" U2 5 1MG« S m&mM&4t&1lt±Wtoffi* JCRB»/^±5A¥L 
fCo flU&tt* 10%^^iljfiL?f (FBS) Sr^Ufc^ — ^MEM 
5 (Eagle' s minimal essential medium) t$\ 5 % C 0 2 #^ET 3 7 < Ct?J#^ Ufc 0 

U8 7MGI1 #fflifeA#BWBteMJ:!>A¥Ufc. flBJStt, lO%FBSm 

©7 s> W>«ffiM#c ; 9 L 

9Lte N T^y^y^-f^/^t-a^v'ay (ATCC) «fc9A^bfc 0 
10 jTOte, 1 0%FB S^ttfcDMEM (Dulbecco' s modified Eagle' s 
medium) tf» % 5 %C 0 2 #£T 3 7 tT?*^ Lfc e 
®t MSMlS«;HEp-2 

*WJ&«:s 1 0%FBS^tL^-^MEM^ 5%C0 2 #ST3 7tT* 
15 ig#Lfc 0 

©t h#Sfir^^tiiBjis (^««*) 

3m?S#£ VX&htbfcmUft&ti&fc, GFAP (Glial Fibrillary Acidic 
Protein) * VT^HHfcTfc 9 ^ *5a0»f *T?*> S £ %*. 

20 HiSMl : AAV<^^>-|C J:5l^iA^tFK2 2 8^[mt 

fk2 2 8 <Dmxm^<ommm^m^. immmmmz&^xim^ito 

t h#SPIi««U2 5 lMGt^T, jfiBia^fcD 1X1 O^M^^ 
©2lAAV^^-|rFK2 2 8 (0, 0. 0 1, 0. 1, 1, lO^fcfil 
OOng/ml) £#fcligai.L?itti:«fc&OU 2 4^flttf»i^CEGF 
25 P^mSrSL^ILfCo FK2 2 8 ©fi4f bt E G F P ©MH® -i s i^ 
#(-1 n g/ml£li«OFK2 2 8 Srgfe&Q Vtcm^i^^^nm 
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t ^&#^m^&£;ftTV^V> episomal «tAAV ? 

^SOJi^^SrW^fco VNT*T,t> x lng/ml©FK2 28©»i!J, E 
G F P o«5£iiiftd'ttft3*i<* *»W©*e^3IAo#Aa6«l«ll»^3»»»* 

n«j2 : fk2 2 s (Dm^&^&fci-mx®m<DM^mb-4 >-=r<? V 

10 ^.££>H# 

15 U2 5 lMGfc*WJ&M§fc9 1X1 0 j y/A3t°-©2lAAV^^^-S:F 
K228 (0, 0. 01, 0. Ufdilng/ml) £#fcig^_L$f fc&fe&PLs 
2 4«|:CD5 1 (-T^^^y^) XtfEGFP F AC S#0flz: 

<tt)^fd"bfc 0 FACS^ftffis FACSCan (Becton Dickinson, San Jose, 
CA) '&M\t\ S&K^W CellQuesty^h (Becton 

20 Dickinson, San Jose, CA) ^rj^Tflo fc G 

P EtCHSLfc^LCD 5 1 ^ T3— : 1 3 C 2 £■ Cymbus 
Biotechnology Ltd. , Chandlers Ford, UK<fc«9A^Lfc 0 5E*WS©s|fttHK:ri 7 
— T % J — T *3~ J 4 is>*D (Vi a — Probe ; Pharmingen, San Diego, 
CA) £ffl^fc 0 

25 ateFACS/^77- (5%FBStO. 0 5 %T h V P * b 

MtsfhfrPBS) -eifc^u SMlao^^^a^-Mfc. egfp. 

PEWV i a-P r o b e \Z X Z&ft&^fr^frF L 1 , FL2WFL3T' 
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tfefflbfc. Vi a-Pr obeittffeMM^LTI/^rilr^U -t 
EGFPOitt^fil n g/m 1 CFK2 2 8 fcl £oTl&*MMJn Ufcfl^ -< 

5 itte>o3R&^6>, fk2 2 8\z£zm.fc*mA(Dm?3$)m<D*g&i¥mft, f 

K2 2 8^JNei!S^®©^^©^ii*p$iir5r kKXZ^vX'itt^Zk&fr 

10 U2 5 lMG^^SS^fc 19 1X1 O 4 ^/ An If— CD 2lAAV<^ * — 3rF 
K2 2 8 (lng/ml) #KJ£3IJi»fc:«ynJ U Mft^Ifc 9 «M 
/W^/A©nt a >-|r|.!J7;^^ApcR (ABI, Prism 7700; 
QIAGEN, SYBR Green PCR kit Quant iTec 
t) luT^tLfc (Mol. Ther. 2002 Aug; 6 (2) :272-278 ZfajjfeX-M 

15 Jg)o 2lAAV^^-^U2 5 lMGHHlcl^ igB#l& (0, 2, 4, 
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: m^m^rl :Xaa^NH 2 C (CHCH 3 ) COOHft^ilST^it^ 

So 

SCOOHCH2CH (CHCHC2H4SH) OH<D#/ls7$3cis/UM& l#g 

©T^it'fcsva lor^ysti^u tK^S^4#@^t$ y^-efcs 

5 Va lC^^iz/l'S^^U, SHS^2i|©75;tT'fc5Cy s©S 
*ttJMfi N 0^-effiJS^tT,fc^02 003-122968 &rS^£ LtT*5?)-^ 
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2. fc* hls^fT-^J-y—VmmMtiK 
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8. hy77tf7- s: (ij 
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10. »^f&!£te:l3V*T|gJK$*L5£ i^r#!|[^i-5x H!3fc<£>^S§ 7 ~ 9 <£>v^ 
10 12. T7VBS#?-f/v;*^* — £J:5at^*A©»A»*i»»ffl&«afti- 
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i3. h>y f T±^7— 5£ (i) 

O CH 3 

" H I 

CH — C- {j CH 

HN bH 2 C 

V \ V 

/ I \ 

CH-CH NH 

CH3 \ CH 2 / 

HN H 2 C CH-^ch 



(I) 



\ CH / I ^CH, 

C * C I 3 

> \ HC CH 3 

H 2 g 

fe^s W3t<£>^Hl 2—1 4 ©Vv**jM» 1 ^i-IB^^^o 

16. EUdsa^f-f&Sf^i-CfcS, M^OftHl 5fB«©ttffl. 

17. «^»H|^ttIl$H5f)©tfc5, »3ft©$6S 1 6 ia«Ott 

10 JEo 

is. t6&(Dnmi~6<o^?M*ii&K&m<D*&3mk^ mvtm&m&m.&fr 

15 J/$r— 
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JdaoRec^pemo 250CT20M 

SEQUENCE LISTING 

<110> FUJISAWA PHARMACEUTICAL CO., LTD. 

<120> Potentiator of gene transfer efficiency 

<130> 09625 

<150> JP 2003-122968 
<151> 2003-4-25 

<160> 1 

<210> 1 
<211> 4 
<212> PRT 

<213> Chromobacterium sp. 
<220> 

<221> SITE 
<222> (3) 

<223> Xaa is an amino acid represented by the formula 

NH2C(CHCH3)COOH. 

<220> 

<221> SITE 

<222> (1), (2), (4) 

<223> In the formula C00HCH2CH (CHCHC2H4SH) OH, the carboxylic 
group is bonded with the amino group of the first amino acid Val, 
the hydroxyl group is bonded with. the carboxylic group of the 
fourth amino acid Val, and the SH group is bonded with the SH 
group of the second amino acid Cys via a disulfide bond. 
<400> 1 

Val Cys Xaa Val 4 



l/i 



